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Introduction

• When preparing SDTM datasets for submission, further guidance may be needed to fill in 
some of the gaps that are not outlined in the SDTM Model or the SDTM Implementation 
Guide (SDTMIG) 

• Regulatory requirements must also be followed that may differ from what is in the CDISC 
standards 

• Clarifying information is needed but it can be difficult to determine if such 
documentation exists and where to find it

• Substantial guidance has been published from many different sources (e.g., CDISC, 
regulatory authorities, etc) to aid implementers in preparing submission deliverables
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CDISC Guidance
CDISC THERAPEUTIC AREA USER GUIDES 

• Though the SDTMIG covers much of the data commonly collected in clinical trials, there 
are some gaps, mostly due to data specific to certain therapeutic areas (TA)

• CDISC Therapeutic Area User Guides (TAUGs) were developed to fill some of these gaps
• Each TAUG contains information specific to a therapeutic area as well as examples of the 

type of data that might be collected in a study
• All TAUGs contain SDTM examples and most also contain CDASH-compliant CRF 

representations as well as ADaM guidance
• Most new standards content, such as new variables and SDTM domains, have first 

appeared in TAUGs
• Like the IGs, each TAUG’s content is consensus-based, meaning that each must go 

through both Internal and Public Review before it can be published
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CDISC Guidance
CDISC THERAPEUTIC AREA USER GUIDES 

• Published TAUGs are considered ‘Provisional’ due to new variables and domains that have 
not yet been added to the SDTM/SDTMIG

• Examples in TAUGs are considered ‘informative’ content vs ‘normative’ content
• When modeling data based on TAUG examples, any new variables should be mapped as 

non-standard variables (NSVs), i.e. SUPPQUAL
• New domains based on one of the 3 general observation classes are considered custom 

domains
• NOTE: Custom Special-Purpose domains are not permitted per the guidance in the SDTMIG

• New versions of the same TAUG will supersede the previous version
• Vaccines TAUG v1.1 should be referenced versus v1.0
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CDISC Guidance
CDISC THERAPEUTIC AREA USER GUIDES 

• If a TAUG was used for a study, the specific TAUG referenced should be listed in the Trial 
Summary (TS) domain (TSPARM/TSPARMCD = ‘CTAUG’/’CDISC Therapeutic Area User 
Guide’)

• Listed in the FDA Study Data Technical Conformance Guide (sdTCG), Appendix B:

• FDA sdTCG, Section 5.2 lists those TAUGs that have been evaluated and supported by FDA
• If the TAUG used is not listed, the rationale should be explained in the Clinical Study Data Reviewer’s 

Guide (cSDRG)

• In addition to the TAUG names in the sdTCG, there is a CTAUGRS (CDISC Therapeutic Area 
User Guide Response) codelist in SDTM CT that can be used to populate TSVAL
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CDISC Guidance
CDISC THERAPEUTIC AREA USER GUIDES 

• Any CDISC TAUG used in this list should be compared to Section 5.2 in the sdTCG

https://www.cdisc.org/standards/therapeutic-areas

https://www.cdisc.org/standards/therapeutic-areas
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CDISC Guidance
QUESTIONNAIRES, RATINGS AND SCALES (QRS) SUPPLEMENTS

• Contain information about the instrument as well as guidance and examples for 
representing the data in SDTM

• Useful in mapping to the appropriate domain and properly structuring the data
• Questionnaires (QS)
• Functional Tests (FT)
• Clinical Classifications and Disease Response (RS)

• Each TAUG lists QRS instruments that may be used for a specific TA as well as the status of 
the CDISC QRS supplement, e.g. ‘In Progress’, ‘Final’, etc

• Like TAUGs, QRS supplements go through Internal and Public Review
• When authored, the most recent version of the SDTMIG is used but are considered to be 

version agnostic

https://www.cdisc.org/standards/foundational/qrs#qrs__supplements 

https://www.cdisc.org/standards/foundational/qrs%23qrs__supplements
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CDISC Guidance
QUESTIONNAIRES, RATINGS AND SCALES (QRS) SUPPLEMENTS

https://www.cdisc.org/standards/foundational/qrs#qrs__supplements 

https://www.cdisc.org/standards/foundational/qrs
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CDISC Guidance
SDTMIG ERRATA

• Sometimes errors are identified after the SDTMIG is published
• Errata are located on the CDISC website and kept on the page for that specific version of 

the SDTMIG under the ‘Errors’ tab

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3
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CDISC Guidance
SDTMIG ERRORS THAT AFFECT CONFORMANCE

• If an error would appear in validation, it is published as an ‘Error that Affects 
Conformance’ and not an ‘Errata’

• Also located on the ‘Errors’ tab for that specific version of the SDTMIG

• The issue is described and coping strategies for handling the error in the standard are 
provided

• A coping strategy may include simply explaining the issue in the cSDRG

• Please note that the error is not formally corrected in that version of the SDTMIG, i.e., the 
standard is not changed

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3
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CDISC Guidance
SDTMIG ERRORS THAT AFFECT CONFORMANCE

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3

• If DSDY is not included in DS:
• SD0057 – SDTM Expected Variable not 

found  

• If DSDY is included in DS: 
• SD1149 - Expected variable with 

missing value for all records 

• Regardless of the approach, this 
would need to be explained in the 
cSDRG

https://www.cdisc.org/standards/foundational/sdtmig/sdtmig-v3-3
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CDISC Guidance
OTHER GUIDANCE FROM CDISC

• SDTMIG – Associated Persons v1.0
• SDTMIG – Medical Devices v1.1
• Knowledge Base (KB) - https://www.cdisc.org/kb

• Useful articles, Known Issues, Examples Collection, example CRFs in the eCRF Portal

• Define-XML v2.0 and v2.1
• Both versions are currently supported by FDA

• SDTM Metadata Submission Guidelines (MSG) v2.0
• Guidance for preparing the different components required for a submission: Annotated Case Report 

Form (aCRF), SAS v5 XPT files, define.xml, and the cSDRG
• Informative rather than normative content and should be used in conjunction with CDISC standards
• An example submission package is included

https://www.cdisc.org/kb
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PHUSE Guidance
BEST PRACTICES FOR SUBMISSION OF EVENT ADJUDICATION DATA

• Provides guidance for handling adjudication data in SDTM
• Adjudication is a committee’s blinded evaluation of specific endpoints/events in a clinical 

trial
• The events that are reviewed are typically subjects’ adverse event data collected in a 

study
• CDISC TAUGs provide some guidance and examples but not enough
• Proposal to standardize how this data is submitted so that sponsors can follow one 

approach that would help create consistency across industry
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PHUSE Guidance
BEST PRACTICES FOR SUBMISSION OF EVENT ADJUDICATION DATA

• Event Adjudication (EA) domain

• Will be published in SDTMIG v4.0 to make EA a standard Findings About-structured domain
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PHUSE Guidance
OTHER GUIDANCE FROM PHUSE

• Define-XML v2.0 Completion Guidelines
• Clarifies some of the more challenging metadata items in the define.xml file 
• Not meant repeat what is already outlined in CDISC’s Define-XML standard
• Geared towards Define-XML v2.0 but could also be applied to Define-XML v2.1

• Best Practices for Documenting Dataset Metadata: Define-XML Versus Reviewer’s Guide
• Guidance on documenting the dataset metadata for a trial with recommendations on where to best 

add this information: define.xml vs cSDRG
• Best practices for explaining validation results in the cSDRG
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Regulatory Guidance
DATA STANDARDS CATALOGS

Notable Differences:
• SEND - FDA lists many versions as supported, but PMDA lists none
• SDTM - FDA lists new(ish) v3.4 as supported, but latest version supported by PMDA is v3.3
• ADaM – FDA lists versions 1.2 and 1.3 as supported, but latest version supported by PMDA is v1.1
• DEFINE-XML - FDA lists version 2.1 as supported, but latest version supported by PMDA is v2.0
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Regulatory Guidance
STUDY DATA TECHNICAL CONFORMANCE GUIDES AND FAQS

• FDA’s Study Data Technical Conformance Guide

• PMDA’s Technical Conformance Guide on Electronic Study Data Submissions

• PMDA’s FAQs on Electronic Study Data Submission
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Regulatory Guidance
TECHNICAL SPECIFICATION DOCUMENTS

*From the FDA’s Study Data Technical Conformance Guide, December 2023

Submitting Study Datasets for Vaccines to the Office of Vaccines Research and Review
• Reactogenicity Data, Unsolicited AEs, Lab Assessments, MAAEs, Deaths
• Clinical Disease Endpoint Efficacy Data
• Immunogenicity, Concomitant Medication, Maternal Immunization Data 

Submitting Clinical Trial Data Sets for Treatment of NASH
• Guidance for SDTM domains: BE, BS, MI/SUPPMI, RS, ZI, ZA, and others
• Guidance for ADaM datasets: ADSL, ADAE, ADLB, ADDILI, ADMI, ADRS, ADTTE

Submitting Patient Reported Outcome Data in Cancer Clinical Trials
• Guidance for SDTM domains: QS, TS
• Guidance for ADaM datasets: ADQS
• Handling of missing PRO data, data not collected due to skip logic or CAT
• Guidance for tables and figures

Submitting Clinical Trial Datasets and Documentation for COAs Using IRT
• Guidance for SDTM domains: ZQ (item dataset), QS, TS
• Guidance for ADaM datasets: ADQS
• Handling of missing data, data not collected due to skip logic or CAT
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Other Guidance
HOW TO USE WHODRUG FOR COMPLIANCE WITH CM DOMAIN IN THE SDTM STANDARD
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Impact of Disregarding Available Guidance
DISREGARDING REGULATORY GUIDANCE



© Copyright 2023 Certara, L.P.  All rights reserved.

Impact of Disregarding Available Guidance
DISREGARDING SDTMIG ERRATA AND ERRORS THAT AFFECT CONFORMANCE

Sponsor explanation for resulting validation issue:

False explanation
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Impact of Disregarding Available Guidance
DISREGARDING UPPSALA MONITORING CENTRE GUIDANCE

This guidance from Uppsala Monitoring Centre

Is used in this validation rule algorithm
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Impact of Disregarding Available Guidance
DISREGARDING CDISC TAUGS AND PHUSE GUIDANCE

Study 1: Study 2:

Study 3 (This is the approach that matches the example in the Breast Cancer TAUG):
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Impact of Disregarding Available Guidance
DISREGARDING CDISC TAUGS AND PHUSE GUIDANCE

*https://www.pmda.go.jp/english/review-services/reviews/0002.html
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Conclusion

• Relying solely on the SDTM Implementation Guide is not sufficient

• Preparers of SDTM datasets need to be aware (and follow) guidance from:
• Regulatory Agencies
• CDISC (such as TAUGs, QRS Supplements, errata, etc.)
• PHUSE
• Other organizations

• There are real impacts to disregarding guidance from these organizations
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Questions?

Kristin Kelly, Certara | Pinnacle 21
kristin.kelly@certara.com

Michael Beers, Certara | Pinnacle 21
michael.beers@certara.com
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